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Abstract 

Rationale: All kinds of non-metal and metal-based nanozymes have been extensively explored as Fenton 
agents for Chemodynamic therapy (CDT). However, the low catalytic efficiency of non-metallic 
nanozymes and the susceptibility to oxidation and long-term toxicity of metallo-nanozymes limit their 
potential in CDT. 
Methods: In this study, we report a magneto-solvothermal method to tune the crystallinity and shape of 
polyethylene glycol (PEG)-ylated urchin-like nickel nanoclusters (named as 9T-PUNNC) at a high 
magnetic field with an intensity of 9 T for enhanced combined photothermal-chemodynamic therapy. 
Results: The needle-like protrusions on the surface of 9T-PUNNC can effectively increase the reception 
of NIR light in second NIR window (NIR-II) and transform it into local hyperthermia, achieving effective 
photothermal treatment. The light and heat generated by NIR-II further promotes the release of Ni2+ and 
improves the ability of Ni2+-mediated chemodynamic therapy (CDT). In addition, the surface coating of 
PEG on the surface of 9T-PUNNC improves its stability and biocompatibility of nanocrystals. In vitro and 
in vivo results indicate that the 9T-PUNNC could efficiently kill tumor cells (nearly 12 times more than 
control group) and inhibit tumor growth (nearly 9 times smaller than control group) under NIR-II 
irradiation through the synergistic effect of combined treatments. 
Conclusions: we developed a novel synthetic strategy to tune crystallinity and shape of PUNNC for 
enhanced NIR-II responsive photothermal conversion efficiency and accelerated acid-induced dissolution 
for improved ·OH generation. Such 9T-PUNNC enable a combined chemodynamic-photothermal 
treatment to provide superior therapeutic efficacy due to their highly synergistic effect. 

Key words: urchin-like nanostructure, nickel nanocluster, NIR-II photothermal therapy, chemodynamic therapy, synergistic 
effect 

Introduction 
Chemodynamic therapy (CDT), an emerging 

and alternative tumor therapeutic method, has 
received widespread attention due to its non-invasive 
therapeutic modality and low side effect [1-3]. The 
CDT based on Fenton reaction can be in situ realized 

by generating highly toxic hydroxyl radicals (·OH) 
within the tumor tissues, leading to cell apoptosis and 
tumor growth suppression [4-7]. Up to now, all kinds 
of non-metallic and metal-based nanozymes have 
been widely used as Fenton agents for CDT [8-10]. 
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Although non-metallic nanozyme can catalyze Fenton 
reaction and produce the toxic ·OH, the low efficiency 
limits its clinical application [10-13]. Instead, 
multivalent metal elements (Fe, Mn, Cu, etc.) with 
outstanding catalytic efficiency have been greatly 
potential for CDT of cancer [14-16]. However, due to 
the characteristic of being easily oxidized and 
long-term toxicity, metal-based nanozymes can cause 
oxidative stress in non-specific delivery and affect the 
rate of Fenton reaction [17-19]. Nickel-based 
nanomaterials have started to receive attention for 
CDT in the recent year due to their relative resistance 
to oxidation, and the ability to undergo Fenton-like 
reaction [20]. 

The combined treatment of photothermal- 
chemodynamic therapy is considered as a promising 
strategy to exert synergistic effect in cancer treatment 
[21-24], which not only increases the local 
temperature for hyperthermia but also accelerates 
Fenton reaction for enhanced CDT [25-28]. Recently, 
the application of NIR-II irradiation further makes 
photothermal therapy (PTT) attractive for cancer 
treatment because of its advantages including deep 
penetration into tissues and low tissue scattering 
[29-32]. Although much progress has been achieved in 
combined photothermal-chemodynamic therapy, the 
iron-based nanomaterials lack enough stability and 
NIR-II absorption, leading to the limited therapeutic 
efficacy through the synergistic effect [33]. The 
excellent stability and optical absorbance of nickel 
nanoparticles with catalytic properties endow them 
with great potential for NIR-II photothermal agent to 
enhance chemodynamic therapy [34-36]. Thus, it is 

very meaningful to develop biocompatible 
nickel-based nanomaterials for combined 
photothermal-chemodynamic therapy. 

In this manuscript, we created a kind of 
PEGylation urchin-like nickel nanoclusters 
(PUNNCs) for combined NIR-II responsive 
photothermal-chemodynamic therapy (Figure 1). 
Such PUNNCs with prominent needle protrusions 
were synthesized using a magneto-solvothermal 
method, in which the external high magnetic field (9 
T) could tune the needle length and the crystallinity of 
the PUNNCs [37]. The ionization of 9T-PUNNCs 
dispersed in an acid solution can decompose 
hydrogen peroxide into toxic ·OH for killing cancer 
cells. The 9T-PUNNCs can effectively absorb and 
convert the NIR-II light into heat for hyperthermia 
treatment [38, 39]. In vivo results indicated 
pronounced inhibition of tumor growth by the 
PUNNCs through the synergistic effect of combined 
chemodynamic-photothermal treatments. 

Results and Discussion 
The 9T-PUNNC was synthesized via a one-pot 

magneto-solvothermal method using nickel chloride 
hexahydrate and PEG as precursors under a high 
magnetic field of 9 T. The formation of the 9T-PUNNC 
should contain three steps (Figure 2A). In stage I, the 
Ni2+ dispersed in ethanol was reduced by hydrazine 
hydrate, resulting in the formation of nickel 
nanocrystals. In stage II, the Ni nanocrystals 
aggregated into larger secondary clusters due to their 
magnetic interactions and supersaturated solution 
and the Ni clusters were constantly covered due to the 

 

 
Figure 1. Schematic illustration of 9T-PUNNC nanoparticle-mediated photothermal enhanced chemodynamic synergistic treatment. 
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presence of PEG. In stage III, the Ni nanocrystals 
outside of the clusters further grew along some 
special crystals face induced by an external high 
magnetic field, resulting in the increased length of 
needles on their surface due to violent thermal 
movement and rolling of Ni nanoclusters in the 
reaction system. Although such magneto-solvo-
thermal method can tune structural characteristics of 
functional nanomaterials, the popularity of the 
synthetic methods is limited by complex magnetic 
field equipment and chemical reaction process [40, 
41]. 

The 9T-PUNNC has an urchin-like shape with a 
size distribution of 230 ± 50 nm (Figure 2B). The 
irregular needle protrusions with ~1.5 nm of PEG 
covered on the surface of the 9T-PUNNC could be 
observed (Figure 2C). High magnification TEM 
(HRTEM) image of middle position in a single 
9T-PUNNC demonstrates the existence of many 
nanocrystals with an average size of ~10 nm, 
indicating the existence of cluster structure. In 
addition, these nanocrystals have a lattice spacing of 
0.205 nm, which is consistent with the (111) plane of 
face-centered cubic (fcc) Ni (Figure 2D) [34]. The 
element mappings of a single 9T-PUNNC show the 
existence of C, Ni and O, in which C and O elements 

come from PEG coating (Figure 2E). Notably, the 
more increase in the magnetic field, the greater degree 
of protrusions on the surface of the nanoclusters, 
which has been confirmed by the TEM images and 
element mappings of other PUNNCs (Supplementary 
Figure S1 and S2). 

Figure 3A shows the typical X-ray diffraction 
(XRD) patterns of PUNNCs synthesized under 
different magnetic field strengths. Three peaks at 
44.68°, 52.06° and 76.48° come from the diffraction of 
(111), (200) and (220) crystal planes of face-centered 
cubic Ni (PDF 04-0850, a=3.524 Å) [42]. Notably, the 
diffraction intensity of the corresponding crystal face 
in different PUNNCs was decreased with the increase 
of the magnetic field [43]. In addition, the saturation 
magnetization of the PUNNCs is inversely 
proportional to the strength of the applied magnetic 
field (Figure 3B) [44]. The acid-induced dissolution 
rate of the PUNNCs is proportional to the strength of 
the applied magnetic field (Figure 3C). All above 
results showed that the PUNNCs synthesized under a 
higher magnetic field demonstrated lower 
crystallinity, resulting from magnetic field-inducted 
anisotropic growth and defects formation of the 
PUNNCs [45]. 

 

 
Figure 2. Formation and structure of the 9T-PUNNC. (A) Schematic diagram of the synthesis. (B) SEM images (inset, left bottom) and size distribution (inset, top right). 
(C) TEM image and high-magnification images of a single needle (inset). (D) HRTEM image. (E) HAADF and corresponding element mappings (for C, O and Ni). Scale bar, 50 nm. 
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Figure 3. (A, B and C) XRD patterns, hysteresis loops and dissolved rate of the PUNNCs synthesized under different magnetic field strengths. The inset in 
b is the expanded plot measured at room temperature. (D) FT-IR spectra of the as-synthesized 9T-PUNNC and PEG. (E) Hydrodynamic sizes of the 9T-PUNNC within 3 days. 
(F) UV-vis-NIR absorption of the 9T-PUNNC, PEG and pure water. 

 
The PUNNCs has prominent absorption peaks 

positions that are the same as fourier transform 
infrared (FT-IR) absorption of PEG (Figure 3D, 
Supplementary Figure S3), which confirms the 
presence of PEG on the surface of the 9T-PUNNC [46]. 
The hydrophilic functional groups endow the 
9T-PUNNC with negative surface charge 
(Supplementary Figure S4) and good dispersity in 
water, PBS solution, and cell culture medium 
containing serum (Supplementary Figure S5) [47]. No 
noticeable change was observed in the hydrodynamic 
diameter of the 9T-PUNNC within 3 days and 7 days 
(Figure 3E, Supplementary Figure S6), indicating that 
the 9T-PUNNC has much better stability than that of 
9T-UNNC without PEG coating in aqueous solution. 
Importantly, the UV-Vis-NIR absorption spectrum of 
the 9T-PUNNC and other PUNNCs (Figure 3F, 
Supplementary Figure S7) shows a broad absorption 
with a center of 1050 nm, which indicates their great 
potential as a NIR-II responsive agent for PTT. 

The temperature change is proportional to the 
concentration of the 9T-PUNNC and the temperature 
change of pure water is relatively low under 1064 nm 
laser irradiation (Figure 4A) [38]. Based on the 
calculated heat transfer time constant (Figure 4B) and 
the reported photothermal conversion efficiency 
(PCE) method (Figure 4C), the PCE of the 9T-PUNNC 
was 20.93% [48]. The PCE of the 9T-PUNNC is lower 
than that of the reported NIR-II photothermal agents 
while the absorbance wavelength of 9T-PUNNC is 
higher than that of the reported Ni-based 
photothermal agents (Supplementary Table S1 and 
S2). The heating of the 9T-PUNNC has no change 
during five cycles (Supplementary Figure S8), 

indicating its great photothermal stability [49]. 
Notably, the PUNNCs synthesized under higher 
magnetic field strengths possess a higher PCE 
(Supplementary Figure S9 and Table S3), which may 
result from the increased specific surface area 
(Supplementary Figure S10) and an increase in the 
concentration of free electrons due to decreased 
crystallinity [50]. 

4T1 cell line was selected as a model to assess in 
vitro photothermal anticancer ability of the 
9T-PUNNC. More than 94% of cells survived after 
being treated by the 9T-PUNNC (100 μg mL-1) for 72 h 
without NIR-II irradiation (Figure 4D). However, 
NIR-II irradiation effectively reduced cell viability to 
~60% in the presence of the 9T-PUNNC at 100 μg 
mL-1. Notably, alone NIR-II irradiation has no 
detectable cytotoxicity, revealing an excellent 
photothermal effect of the 9T-PUNNC in vitro (Figure 
4D). The confocal fluorescent images of 9T-PUNNC 
treated-4T1 cells co-stained by calcein-AM (green, live 
cells) and PI (red, dead cells) further revealed the 
NIR-II-induced cell death, which is proportional to 
the concentration of the 9T-PUNNC (Figure 4E-H). 

The apparent color change and absorbance at 652 
nm of 3,3',5,5'-tetramethylbenzidine (TMB, ·OH 
scavenger) only be observed in the simultaneous 
presence of the 9T-PUNNC, H2O2, and acid solution 
(Figure 5A), which indicates that the 9T-PUNNC can 
decompose H2O2 into ·OH and lead to the oxidization 
of TMB under acidic conditions. Such catalytic 
activities of the PUNNCs are proportional to their pH 
value, concentrations, reaction times and magnetic 
field strength (Figure 5B-C, Supplementary Figure 
S11-15). The electron spin resonance (ESR) technique 
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was utilized to prove further the catalytic activities of 
the PUNNCs for the generation of ·OH (Figure 5D, 
Supplementary Figure S16). The Km and Vmax of the 
9T-PUNNC catalytic reaction can be determined by 
the Lineweaver-Burk diagram (Figure 5E-F). It is 
found that the PUNNCs synthesized under a higher 
magnetic field manifest markedly enhanced catalytic 
activity, which may due to the low crystallinity 
promoting the release of Ni2+ and the acceleration of 

the Fenton-like reaction (Supplementary Table S3) 
[51]. The possible mechanism of Ni2+-mediated CDT 
should include two processes: one is that Ni2+ 
dissolved in an acidic environment can provide an 
electron for H2O2 to generate ·OH (Equation 1); the 
other one is that Ni3+ take an electron from H2O2 to 
produce O2 (Equation 2). Such electron cycle between 
Ni3+/Ni2+ can keep promoting the degradation of 
H2O2 to form ·OH and O2 [20]. 

 

 
Figure 4. Photothermal properties. (A) Temperature change of pure water and water containing different concentrations of the 9T-PUNNC under NIR-II irradiation for 5 
min. (B) Temperature change of the 9T-PUNNC in aqueous (200 µg mL-1) under NIR-II irradiation, the irradiation was turned off 390 sec after the initiation of irradiation (cooling 
period). (C) Linear time data versus –ln θ obtained from the cooling period shown in (B). (D) Cell viability of 4T1 cells treated by the 9T-PUNNC with or without NIR-II 
irradiation for 5 min. (E-H) Confocal images of 4T1 cells treated by the 9T-PUNNC at different concentrations (e, 0 µg mL-1; f, 25 µg mL-1; g, 50 µg mL-1; h, 100 µg mL-1) with 
a 5 min-exposure to NIR-II irradiation at pH = 7.4, and double-stained with calcein-AM/PI. Scale bar, 50 µm. The irradiation wavelength and power are 1064 nm and 0.8 W cm-2, 
respectively. 

 
Figure 5. Catalytic performance. (A) UV-Vis-NIR absorbance of TMB solution under different processing conditions. (B and C) Michaelis-Menten fitting curves and 
Lineweaver-Burke fitting (double reciprocal) of ·OH generation velocities versus H2O2 in the presence of PUNNCs and TMB. (D) ESR signals of DMPO solution under different 
processing conditions. (E and F) Michaelis-Menten fitting curves and Lineweaver-Burke fitting (double reciprocal) of ·OH generation velocities versus TMB with the presence 
of PUNNCs and H2O2. 
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Figure 6. In vitro therapy. (A and B) Relative cell viabilities of 4T1 cells treated by 9T-PUNNC at different concentrations and pH values without (A) and with (B) NIR-II 
irradiation. (C) Comparison of therapeutic efficacies of the 9T-PUNNC as a synergistic PTT and CDT agent with single PTT, CDT and additive treatment. (D) Confocal 
fluorescence images of DCFH-DA stained 4T1 cells after treated with the 9T-PUNNC for 20 min at pH = 5.0 with NIR-II irradiation. (E) Confocal fluorescence images of 
calcein-AM/PI double-stained 4T1 cells after treated with the 9T-PUNNC at pH = 5.0 with NIR-II irradiation. The scale bar is 50 µm. Statistical analysis was performed using the 
unpaired Student's t-test with *P < 0.05, ** P < 0.01 and *** P < 0.001 considered as statistically significant. 

 

𝑁𝑖2+ + 𝐻2𝑂2 → 𝑁𝑖3+ +· 𝑂𝐻 + 𝑂𝐻− (𝑝𝑒𝑟𝑜𝑥𝑖𝑑𝑎𝑠𝑒 −
𝑙𝑖𝑘𝑒 𝑎𝑐𝑡𝑖𝑣𝑖𝑡𝑦) (1) 

𝑁𝑖3+ + 𝐻2𝑂2 → 𝑁𝑖2+ + 𝑂2 (𝑐𝑎𝑡𝑎𝑙𝑎𝑠𝑒 − 𝑙𝑖𝑘𝑒 𝑎𝑐𝑡𝑖𝑣𝑖𝑡𝑦)  
(2) 

The CDT of 9T-PUNNC is implemented in vitro. 
More than 94% of cells survived after being treated by 
the 9T-PUNNC (100 μg mL-1) for 72 h at pH = 7.4 
while the cell viability decrease intensely (~54%) at 
pH = 5.0 (Figure 6A). Importantly, the introduction of 
NIR-II irradiation further significantly reduced the 
viability of 4T1 cells at the same treatment conditions 
(Figure 6B). Notably, cell viability of 4T1 cells was 
assessed under different pH conditions, the results 
indicated that weakly acidic environment had no 
effect on cell survival (Supplementary Figure S17). 
Figure 6C shows a comparison of the therapeutic 
efficacies from the combined treatment with additive 
therapeutic efficacies of independent PTT and CDT. 
The therapeutic efficacy of the combined therapy was 

significantly higher than the additive therapeutic 
efficacy of PTT and CDT alone. Such synergistic effect 
should be attribute to the local temperature increase 
by NIR-II irradiated 9T-PUNNC, which not only 
promote the release of Ni2+ but also accelerate the 
Fenton-like reaction [52]. 

The reactive oxygen species (ROS) probe 
2′,7′-dichlorofluorescin diacetate (DCFH-DA) was 
used to detect the generation of ·OH by the 
9T-PUNNC in cancer cells [16, 53]. 9T-PUNNC- 
treated 4T1 cells emitted stronger green fluorescence 
at an acid solution in comparison with a neutral 
solution (Figure 6D, Supplementary Figure S18). 
Notably, additional NIR-II irradiation accelerated the 
generation of ·OH at the same conditions (Figure 6D), 
resulting from the local temperature increase and the 
enhanced Fenton-like reaction (Supplementary Figure 
S19) [54]. Accordingly, the confocal fluorescent 
images of 9T-PUNNC-treated 4T1 cells co-stained by 
calcein-AM and PI revealed more cell death at pH = 
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5.0 and NIR-II laser irradiation (Figure 6E) in 
comparison with no NIR-II irradiation 
(Supplementary Figure S20), indicating a strong 
synergistic effect of the combined chemodynamic–
photothermal treatments. 

In vivo biocompatibility of the 9T-PUNNC was 
further assessed. First, the circulating half-life of 
9T-PUNNC in the blood flow was determined as 0.52 
h based on a double-compartment pharmacokinetic 
model, (Supplementary Figure S21). Figure 7A-B, S22 
and S24 then manifest the treatment effect at different 
times by blood routine and blood biochemical 
analysis of mice exposed to the 9T-PUNNC. No 
significant differences were observed in blood 
indicators such as platelet (PLT) counts, white blood 
cell (WBC) counts, and blood urea nitrogen (BUN) 
levels. In addition, the levels of aspartate 
aminotransferase (AST) in all groups remained 
normal. The biodistribution of the 9T-PUNNC was 
evaluated after the exposure of the 9T-PUNNC for 1, 

3, and 5 days and quantifying the residual 
concentration of the 9T-PUNNC in various organs 
and tumor tissues (Figure 7C). The results showed 
that the 9T-PUNNC accumulated most in the liver but 
less in the kidneys. 

Quantitative reverse transcription-polymerase 
chain reaction (RT-PCR) assay was employed to 
detect the changes in the transcription levels of genes 
related to endoplasmic reticulum (ER) stress response 
[55]. The main organs of mice treated with the 
9T-PUNNC and PBS respectively for 120 h were 
analyzed. Figure 7D-F and S23 manifest that the gene 
expression level of the 9T-PUNNC-treated mice in the 
spleen, lung, kidney, and liver was normal. The tissue 
biocompatibility of the 9T-PUNNC was further 
evaluated through histological analysis. As shown in 
Figure 7G and S24, the organs treated by the 
9T-PUNNC and PBS have similar cell morphology, 
indicating an excellent biocompatibility of the 
9T-PUNNC. 

 

 
Figure 7. In vivo biocompatibility of the 9T-PUNNC. (A) PLT and WBC counts of mice treated with PBS or the 9T-PUNNC for different times (n = 3). (B) Measurement 
of the levels of AST and ALT of mice treated with PBS or the 9T-PUNNC for different times (n = 3). (C) Biodistribution of the 9T-PUNNC in various organs and tumor tissues 
of nude mice after different exposure times. (D-F) RT-PCR analysis of the expression of ER stress response-related genes for main organs from mice treated with PBS or 
9T-PUNNC for 120 h: (D) spleen, (E) lungs, and (F) kidneys, respectively. (G) Histological sections of main organs (heart, liver, spleen, lungs, and kidneys) obtained from PBS or 
9T-PUNNC-treated mice. Scale bar, 50 µm. Statistical analysis was performed using the unpaired Student's t-test (P > 0.05). 
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Figure 8. In vivo therapeutic effect of PUNNCs. (A) In vivo treatment procedure of 9T-PUNNC. (B) Full-body thermographic images of 4T1-tumor-bearing mice treated 
with saline and 9T-PUNNC within 5-min NIR-II irradiation (1064 nm, 0.8 W cm-2) or not. Tumor growth curves (C), typical tumor photos (D), tumor weights (E), average mice 
body weights (F) and representative H&E staining of tumor sections (G) after receiving different treatments. I) PBS, II) PBS+NIR-II, III) 0T-PUNNC, IV) 1T-PUNNC, V) 
5T-PUNNC, VI) 9T-PUNNC, VII) 9T-PUNNC+NIR-II. The scale bar is 50 µm. Statistical analysis was performed using the unpaired Student's t-test (*P < 0.05 and **** P < 
0.0001), the rest data has no statistical significance (P > 0.05). 

 
Given the practical cell killing ability and good 

biosafety profile, the PUNNC was used as a 
therapeutic agent for combined cancer therapy in vivo 
(Figure 8A). Mice treated with PBS remained 
expeditious tumor growth even after being irradiated 
with 1064 nm while a pronounced tumor suppression 
effect was observed in mice treated by the 
9T-PUNNC, which should come from the NIR-II 
responsive photothermal conversion effect of 
9T-PUNNC (Figure 8B). Furthermore, the PUNNCs 
synthesized under a higher magnetic field showed 
better tumor growth inhibitory effect, which comes 
from a single CDT (Figure 8C). The group treated by 
9T-PUNNC plus NIR-II irradiation resulted in much 
more obvious inhibition of tumor growth due to the 
combined anticancer effect of PTT and CDT (Figure 
8D). 

The mass and volume of the tumors were 

consistent with the tumor growth curve (Figure 8E, 
Supplementary Figure S25). In addition, all mice in 
each group displayed an increase in body weight in a 
similar manner (Figure 8F). No significant weight loss 
was observed, confirming the good biocompatibility 
of the PUNNCs. The histological analysis showed that 
PBS and PBS+NIR-II-treated groups’ tumor cells 
maintained normal cell morphology with obvious 
membrane and nuclear structures (Figure 8G). On the 
contrary, tumor cells were severely damaged and 
larger intercellular space exists in tumor tissues with 
the processing of PUNNCs synthesized under higher 
magnetic field. The group of 9T-PUNNC+NIR-II- 
treated were further destroyed, not only losing 
normal membrane and nuclear structures, but also 
causing permanent damage to the cells and inhibiting 
cell proliferation [26]. Furthermore, Fluorescent 
staining of the frozen tumor tissues with O13 ROS 
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fluorescent probe derived from mice treated with 
9T-PUNNC showed more intracellular ROS 
production (Supplementary Figure S26). Together, 
these results indicate that the 9T-PUNNC holds 
excellent potential for combined cancer therapy. 

Conclusions 
In summary, we have successfully synthesized a 

kind of PEGylation urchin-like nickel nanoclusters 
(PUNNCs) using a one-pot magneto-solvothermal 
strategy for synergistic photothermal-chemodynamic 
therapy. The external magnetic field controls the 
length of the needle protrusions on the PUNNCs’ 
surface and decreases the crystallinity of the 
PUNNCs. The PEG coating of PUNNCs endows them 
with hydrophilic functional groups for good 
dispersity and stability in an aqueous solution and 
excellent biocompatibility in vitro and in vivo. The 
PUNNCs synthesized under a high magnetic field 
possess the increased NIR-II adsorption for enhanced 
photothermal conversion efficiency and accelerated 
acid-induced dissolution for improved ·OH 
generation. The PUNNCs enable a combined 
chemodynamic-photothermal treatment to provide 
superior therapeutic efficacy due to their highly 
synergistic effect. 

Experimental methods 
Materials 

Nickel chloride hexahydrate (NiCl2·6H2O, ≥ 
98%), hydrochloric acid (HCl, 36.0 ~ 38.0%) and 
sodium hydroxide (NaOH, ≥ 96%) were purchased 
from Sinopharm Chemical Reagent Co., Ltd. (Beijing, 
China). Hydrazine (N2H4·H2O, 80%), ethanol (C2H6O, 
≥ 99.7%) and polyethylene glycol (HO(CH2CH2O)nH, 
44.05 (MW)) were purchased from Titan Scientific Co., 
Ltd. (Shanghai, China). 3,3',5,5'-tetramethylbenzidine 
(TMB, ≥ 99.0%), acetic acid (CH3COOH, AR, 99.5%), 
sodium acetate trihydrate (CH3COONa·3H2O, GR, 
99.5%), hydrogen peroxide (H2O2, AR, 30 wt.% in 
H2O), 5,5-dimethyl-1-pyrroline N-oxide (DMPO, 
97%), Dimethyl sulfoxide (DMSO, AR, > 99.0%) were 
obtained from Aladdin Industrial Corporation 
(Shanghai, China). All chemical reagents were used as 
received without further purification, and ultra-pure 
water was used throughout all experiments. 

Synthesis of the 9T-PUNNCs 
0.357 g of nickel chloride hexahydrate and 1.5 g 

PEG were dissolved in 15 mL ethanol. Then 2.5 mL of 
hydrazine hydrate containing sodium hydroxide (30 
mg) was added dropwise into the mixed ethanol 
solution. After being stirred for 20 min, the mixed 
solution was transferred to an autoclave with a 

volume of 20 mL and heated at 80°C under an 
external magnetic field. After 20 h, the autoclave was 
naturally cooled to room temperature. The products 
were separated by a magnet (0.3 T), and washed with 
ethanol and deionized water three times. The 
collected black products were placed in an oven at 
60°C for 6 h. Finally, the dried samples were defined 
as XT-PUNNCs, where X represents the used 
magnetic field strength (0, 1, 5, and 9). 

Sample characterization 
The XRD patterns were characterized by using 

Japan Rigaku D/Max-γA X-ray diffractometer 
equipped with Cu-Kα radiation (λ = 1.54178 Å) over 
the 2θ range of 10°-80°. Field emission scanning 
electron microscopy (FE-SEM) images were acquired 
on a JEOL JSM-6700M scanning electron microscope 
at an accelerating voltage of 5 kV. Transmission 
electron microscopy (TEM) images were obtained on 
a Hitachi H-7650 transmission electron microscope at 
an accelerating voltage of 100 kV. High-resolution 
TEM (HRTEM) images were taken on a JEOL-2010 
transmission electron microscope. The magnetic 
properties were measured by a superconducting 
quantum interference device (SQUID) magnetometer 
(Quantum Design MPMS) at room temperature. The 
UV-vis spectra were recorded with a RAYLEIGH 
UV-2601 at room temperature. The size distribution 
and surface charge were tested on a dynamic light 
scattering instrument (Nano-2s90, Malvern) at room 
temperature. The Electron paramagnetic resonance 
(ESR) experiments were performed using Bruker 
EMX plus 10/12 (equipped with Oxford ESR910 
Liquid Helium cryostat). The Fourier transform 
infrared (FT-IR) spectra were recorded with a Nicolet 
Instrument Co. iS10 FT-IR spectrometer. The 
concentrations of nickel ions were measured using 
inductively coupled plasma-atomic emission 
spectrometry (ICP-AES, Atomscan Advantage). The 
thermal images were recorded by a thermal imaging 
camera (FLIR ETS320, Teledyne FLIR). 

Photothermal Properties 
The PUNNC solutions at different 

concentrations (0, 25, 50, 100, and 200 μg mL-1) were 
exposed to a NIR-II laser (0.8 W cm-2) with a 
wavelength of 1064 nm for 5 min, and the temperature 
change of the solution was monitored by a 
thermocouple. The volume of the sample aqueous 
solution was set to 1 mL, and the distance from the 
laser source was 3 cm. 

SAR is defined as the power consumption per 
unit mass of nickel (W g-1). The calculation formula is 
as follows [56]: 

𝑆𝐴𝑅 = 𝐶𝑉
𝑚

𝑑𝑇
𝑑𝑡

 (3) 
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Where C represents the specific heat capacity of 
water (Cwater = 4185 J L-1 K-1), V is the volume of the 
solution, m is the mass of nickel present in the 
solution, and dT/dt is the initial linear slope of the 
temperature rise curve with time. 

The photothermal conversion coefficient η of 
PUNNCs was calculated as follows [57]: 

𝜂 = ℎ𝐴(𝑇𝑀𝑎𝑥−𝑇𝐴𝑚𝑏)−𝑄𝐷𝑖𝑠
𝐼0𝑆(1−10−𝐴1064)

  (4) 

Where h is the heat transfer coefficient, A is the 
surface area of the cuvette, TMax - TAmb represents the 
difference in temperature change, QDis is the heat 
dissipation of the light absorbed by the quartz cuvette 
itself after loading the solution, and I0 is the power of 
the incident laser (W), S is the irradiation area (cm2), 
A1064 is the UV absorption intensity of the PUNNCs at 
1064 nm. 

Determination of hydroxyl radical production 
by the PUNNCs 

The TMB by the PUNNCs in HAc-NaAc buffer 
produces a blue signal, and its prominent absorption 
peak is at 652 nm [58]. In a typical test, the sample was 
added to 3.0 mL buffer solution (0.2 M HAc-NaAc 
buffer, pH = 5.0) in the order of a certain amount of 
the PUNNCs and 150 μL TMB (0.694 mM). The kinetic 
determination with TMB or H2O2 as the substrate was 
performed by adjusting the amount of TMB solution 
or H2O2 added. The maximum catalytic velocity and 
the Michaelis-Menten constant of the PUNNCs were 
obtained using the double reciprocal method 
(Lineweaver-Burke fitting). 

Free radical identification 
The capillary tubes containing 20 µL control 

(distilled water containing DMPO) or sample 
solutions were inserted into the ESR cavity. The 
instrument settings were as follows: 1 G field 
modulation, 100 G scanning range and 20 mW 
microwave power for detection spin adducts using a 
spin trap. The DMPO was used to verify the 
generation of •OH during the degradation of H2O2 in 
the presence of the PUNNCs. The amount of •OH 
was quantitatively estimated by ESR signal intensity 
of the hydroxyl radical spin adduct (DMPO/•OH) 
using the peak-to-peak height of the second line of the 
ESR spectrum. 

Cell culture 
The mouse breast cancer cell lines (4T1) were 

seeded into a 96-well plate and cultivated in 
RPMI-1640 media and Dulbecco‘s modified Eagle 
medium (DMEM) without L-glutamine (15-017-CVR; 
Corning, NY), respectively. The medium was 
supplemented with 10% (vol/vol) Fetal Bovine Serum 

(04-001-1A; Biological Industries, Israel), 2 mM 
GlutaMAX (35050-061; Gibco, Carlsbad, California) 
and 1% penicillin/streptomycin (SV30010; HyClone, 
Logan, UT). All cells were cultured at 37°C in a 5% 
CO2 incubator (Heracell 150i Thermo, USA). 

In vitro cell viability of the 9T-PUNNC 
To evaluate cell viability of the 9T-PUNNC, 4T1 

cells were seeded into a 96-well plate at a density of 
0.3×104 cells/well (80 μL per well) and incubated for 
24 h. On the second day, 20 μL solution with different 
concentrations of the 9T-PUNNC (0, 12.5, 25, 50, and 
100 μg mL-1) was added to the medium and further 
incubated for 72 h. The CellTiter-Glo luminescent 
assay was used to determine cell activity and a 
microplate reader (SpectraMax i3, Molecular Devices, 
Sunnyvale, CA) was used to detect the fluorescence 
intensity. To assess the sensitivity of 4T1 cells to acidic 
conditions, the same density of 4T1 cells was 
incubated with normal medium overnight. On the 
second day, the cells were cultured for indicated times 
under different pH conditions (5.0, 6.2, and 7.4), 
respectively. The cells were then harvested and the 
cell vaibility was determined by the CellTiter-Glo 
assay. 

In vitro PTT of the 9T-PUNNC 
4T1 cells were seeded into a 96-well plate and 

incubated overnight in RPMI-1640 medium. On the 
second day, the 20 μL solutions with different 
concentrations of the 9T-PUNNC (12.5, 25, 50, and 100 
μg mL-1) were added to 4T1 cells, and then being 
further incubated for 72 h at different pH values (5.0, 
6.2, and 7.4). The cells treated with PBS served as a 
control. For photothermal treatment, the cells were 
irradiated with 0.8 W cm-2 NIR-II (1064 nm) laser for 5 
min during the culture process. The CellTiter-Glo 
luminescent assay was used to assess cell viability. 
Each concentration in different groups was repeated 
six times. 

In vitro CDT of the 9T-PUNNC 
First, 4T1 cells were seeded into a 96-well plate at 

a density of 0.3×104 cell/well (80 μL per well), and 
cultured for 24 h at different pH values (5.0, 6.2 and 
7.4). The 20 μL solutions with varying concentrations 
of the 9T-PUNNC (12.5, 25, 50 and 100 μg mL-1) were 
then added to the culture media, and the cells were 
continued to incubate for 72 h. The control group was 
only treated with PBS, and the concentration of each 
group was repeated six times. The Cell Titer-Glo assay 
was used to assess cell viability. 

Assessment of intracellular ROS levels 
The ROS probe DCFH-DA was used to detect the 

ability of intracellular ROS generation [59]. 4T1 cells 
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were cultured in a six-well plate for 24 h. And then, 1 
mL 9T-PUNNC solution (100 μg mL-1) was added into 
4T1 cells and further cultured for 3 h. The DCFH-DA 
was added for 20 min and washed with PBS several 
times. Finally, the fluorescence image was obtained 
using a Leica TCS SP8X laser scanning microscope 
(Leica Microsystems GmbH, Germany) with λex=488 
nm. 

Confocal laser scanning microscopic (CLSM) 
imaging of 4T1 cells treated with the 
9T-PUNNC 

4T1 cells were seeded onto glass coverslips in 
6-well plates and incubated overnight in RPMI-1640 
media at 37°C. The 20 μL solutions with different 
concentrations of the 9T-PUNNC (12.5, 25, 50, and 100 
μg mL-1) were then added to the culture media and 
the cells were continued to incubate for 12 h. After 5 
min of NIR-II irradiation, the cells were co-stained 
with calcein-AM (green, live cells) and PI (red, dead 
cells) for 15 minutes. The confocal fluorescent images 
were acquired using a Leica TCS SP8X laser scanning 
microscope (Leica Microsystems GmbH, Germany). 
Two different excitation wavelengths were used, 
including 490 and 545 nm. 

In vivo circulating half-life of 9T-PUNNC 
Four-week-old female mice (n = 3) were 

intravenously injected with the 9T-PUNNC (200 μL, 1 
mg mL-1). At 0.08, 0.25, 0.5, 1, 2, 4, 8, 24, and 48 h, 20 
μL blood were obtained by nicking the tail vein. After 
acid treatment, the concentration of Ni2+ was 
measured by ICP. The in vivo circulating half-life of 
9T-PUNNC in the blood was calculated by a 
double-compartment pharmacokinetic model [7]. 

Hematological analysis, biodistribution, 
RT-qPCR assay and histopathological 
evaluation 

Four-week-old female BALB/c (nu/nu) mice 
were purchased from Beijing Vital River Laboratory 
Animal Technology Co., Ltd. (Beijing, China). All 
animals were kept in the SPF facility of the Hefei 
Institutes of Physical Science Laboratory Animal 
Center. The research program involving animal care 
and use has been approved by the Ethics and 
Humanities Committee of the Hefei Institute of 
Physical Sciences (Chinese Academy of Sciences). 

The female BALB/c mice were intravenously 
injected with the 9T-PUNNC (200 μL, dispersed in 
PBS) at a concentration of 1 mg mL-1. After 24, 72 and 
120 h, quantitative analyses of blood including 
leukocytes, platelets, aspartate aminotransferase, 
alanine aminotransferase and blood urea nitrogen 
levels were performed (n = 3). PBS-treated mice were 

used as control (n = 3). 200 μL blood from each mouse 
with 0.15% (M/V) EDTA-K2·2H2O (EDTA double 
potassium salt, standard anticoagulant) was collected 
for a routine blood test. The whole blood samples 
were centrifuged (3500 rpm, 8 min, 4°C) to prepare a 
serum sample for the blood biochemical test. 

After 24, 72, and 120 h, the main organs from 
9T-PUNNC-treated mice (heart, liver, spleen, lung, 
and kidney) were harvested and placed in a 50 mL 
centrifuge tube, and then 1 mL of hydrochloric acid 
and 3 mL of nitric acid were added to centrifuge tube 
for acid dissolution. After 24 h incubation, all samples 
were centrifuged (12000 rpm, 20 min, and three times 
each). The supernatant (10 μL) was collected and 
further diluted 100 times. The content of nickel ions 
was tested by ICP, and the amount of the 9T-PUNNC 
deposited in each major organ was obtained. 

After 120 h post-injection of the 9T-PUNNC, 20 
mg of each tissue harvested from the mice was frozen 
using liquid nitrogen and grounded into a powder. 
The powder was then transferred to a microcentrifuge 
tube and processed with TRIzol (Thermo Scientific, 
Rockford, IL, USA) and Qiagen RNeasy Mini Kit 
(Qiagen, Hilden, Germany) to extract total RNA. 
cDNA was synthesized by Transcriptor First Strand 
cDNA Synthesis Kit (Roche, Mannheim, Germany). 
Quantitative real-time PCR was performed in 
triplicate using FastStart Essential DNA Green Master 
(Roche, Mannheim, Germany) on a Roche LightCycler 
96 real-time PCR system. 

After 120 h post-injection of 9T-PUNNC and 
PBS, all mice were sacrificed and the major organs 
(heart, liver, spleen, lung and kidney) were harvested. 
After being immersed in 4% paraformaldehyde for 24 
h, the tissue was embedded in paraffin, sliced into 4 
μm sections, and stained with hematoxylin and eosin. 
Microscopic images of tissues were acquired using a 
Nikon ECLIPSE TE2000-S microscope. 

In vivo PTT/CDT therapeutic efficacy of the 
9T-PUNNC 

Four-week-old female BALB/c (nu/nu) mice 
were used for in vivo assessment of the therapeutic 
effect of the 9T-PUNNC. Tumor-bearing mice were 
prepared by subcutaneous injection of 4T1 cells. The 
tumors were allowed to grow in the mice for 7 days. 
The tumor-bearing mice were randomly divided into 
7 groups (n = 5 for each group). Two groups were 
injected with 200 μL PBS, two groups were injected 
with 9T-PUNNC (200 μL, 1 mg mL-1) and the others 
were injected with xT-PUNNC (x = 0, 1 and 5) three 
times as the experimental groups, respectively. After 
24 h, a PBS-treated group and a 9T-PUNNC-treated 
group were selected to receive NIR-II (1064 nm, 0.8 W 
cm-2) irradiation for 5 min. The above operation was 
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repeated every other day. The tumor sizes and the 
bodyweight of the mice were monitored every other 
day for 14 days. The length and width of the tumor 
were measured with a digital caliper, and the tumor 
volume was obtained by the formula V = ab2/2, 
where a is the length and b is the width of the tumor. 
After 14 days, all mice were sacrificed to get tumor 
tissue for photographing and HE analysis. 

In vivo ROS detection in tumor tissues 
When the tumor volume reached about 100 mm3, 

mice (n = 3) were injected with 200 μL of PBS and 
9T-PUNNC solution (1 mg mL-1), respectively. After 
48 h treatment, tumors were harvested and prepared 
into 10 μm thick frozen sections. Tumor slice staining 
was conducted with O13 ROS fluorescent probe 
(BBoxiProbe®) and incubated at 37°C in the dark for 
20 min. Subsequently, the staining solution was 
removed, and the fluorescence intensity was 
monitored under a fluorescence microscope after 
sealing with a coverslip [60]. 

Statistical Analysis 
All data are presented as mean ± standard 

deviation (n = 3 unless otherwise stated). The 
significance of the data was evaluated according to 
unpaired Student’s two-sided t-test: *P < 0.05, **P < 
0.01, ***P < 0.001, ****P < 0.0001, and NS (p > 0.05, no 
significant). All graphs were drawn with OriginLab 
Origin 2020. 

Supplementary Material  
Supplementary figures and tables. 
https://www.thno.org/v12p3690s1.pdf  

Acknowledgements 
We gratefully acknowledge the financial support 

from National Key R&D Program of China (Grant No. 
2021YFA1600202), National Natural Science 
Foundation of China (U2032162, 81972191, 21271163), 
Hefei Institutes of Physical Science Director’s Fund 
(BJPY2021B06), High Magnetic Field Laboratory of 
Anhui Province (AHHM-FX-2021-04), Hefei 
Municipal Natural Science Foundation (2021009). A 
portion of this work was performed on the Steady 
High Magnetic Field Facilities (SM1 superconducting 
magnet), High Magnetic Field Laboratory, Chinese 
Academy of Sciences. 

Author Contributions 
Y. Qian, J. Zhang and J. Zou contributed equally 

to this work. Y. Qian, Q. Chen and H. Wang conceived 
and designed the experiments. Y. Qian, J. Zhang, J. 
Zou, X. Meng, H. Liu, X. Wang, Y. Lin and L. Sun 
performed the experiments. Y. Qian synthesized and 

provided the nanomaterials. Y. Qian, J. Zhang, J. Zou 
and L. Sun collected and analyzed the data. Y. Qian, 
W. Lin and H. Wang wrote the paper. All authors 
discussed the results and commented on the paper. 

Competing Interests 
The authors have declared that no competing 

interest exists. 

References 
1. Fu LH, Qi C, Lin J, Huang P. Catalytic chemistry of glucose oxidase in cancer 

diagnosis and treatment. Chem Soc Rev. 2018; 47: 6454-6472. 
2. Gligorovski S, Strekowski R, Barbati S, Vione D. Environmental implications 

of hydroxyl radicals (·OH). Chem Rev. 2015; 115: 13051-13092. 
3. Yang YN, Tang J, Abbaraju PL, Jambhrunkar M, Song H, Zhang M, et al. 

Hybrid nanoreactors: Enabling an off-the-shelf strategy for concurrently 
enhanced chemo-immunotherapy. Angew Chem Int Ed Engl. 2018; 57: 
11764-11769. 

4. Yang BW, Chen Y, Shi JL. Nanocatalytic medicine. Adv Mater. 2019; 31: 
1901778. 

5. Li W, Yang J, Luo LH, Jiang MS, Qin B, Yin H, et al. Targeting photodynamic 
and photothermal therapy to the endoplasmic reticulum enhances 
immunogenic cancer cell death. Nat Commun. 2019; 10: 3349. 

6. Fan KL, Xi JQ, Fan L, Wang PX, Zhu CH, Tang Y, et al. In vivo guiding 
nitrogen-doped carbon nanozyme for tumor catalytic therapy. Nat Commun. 
2018; 9: 1440. 

7. Huo MF, Wang LY, Chen Y, Shi JL. Tumor-selective catalytic nanomedicine by 
nanocatalyst delivery. Nat Commun. 2017; 8: 357. 

8. Huang YY, Ren JS, Qu XG. Nanozymes: Classification, catalytic mechanisms, 
activity regulation, and applications. Chem Rev. 2019; 119: 4357-4412. 

9. Wu JJX, Wang XY, Wang Q, Lou ZP, Li SR, Zhu YY, et al. Nanomaterials with 
enzyme-like characteristics (nanozymes): Next-generation artificial enzymes 
(II). Chem Soc Rev. 2019; 48: 1004-1076. 

10. Wang XY, Wang H, Zhou SQ. Progress and perspective on carbon-based 
nanozymes for peroxidase-like applications. J Phys Chem Lett. 2021; 12: 
11751-11760. 

11. Shukla AK, Sharma C, Acharya A. Bioinspired metal-free fluorescent carbon 
nanozyme with dual catalytic activity to confront cellular oxidative damage. 
ACS Appl Mater Interfaces. 2021; 13: 15040-15052. 

12. Song YJ, Qu KG, Zhao C, Ren JS, Qu XG. Graphene oxide: Intrinsic peroxidase 
catalytic activity and its application to glucose detection. Adv Mater. 2010; 22: 
2206-2210. 

13. Zeng G, Duan MH, Xu YF, Ge FH, Wang WG. Platinum (II)-doped graphitic 
carbon nitride with enhanced peroxidase-like activity for detection of glucose 
and H2O2. Spectrochim Acta A Mol Biomol Spectrosc. 2020; 241: 118649. 

14. He T, Yuan YY, Jiang C, Blum NT, He J, Huang P, et al. Light-triggered 
transformable ferrous ion delivery system for photothermal primed 
chemodynamic therapy. Angew Chem Int Ed Engl. 2021; 60: 6047-6054. 

15. Ma PA, Xiao HH, Yu C, Liu JH, Cheng ZY, Song HQ, et al. Enhanced cisplatin 
chemotherapy by iron oxide nanocarrier-mediated generation of highly toxic 
reactive oxygen species. Nano Lett. 2017; 17: 928-937. 

16. Wang LY, Huo MF, Chen Y, Shi JL. Iron-engineered mesoporous silica 
nanocatalyst with biodegradable and catalytic framework for tumor-specific 
therapy. Biomaterials. 2018; 163: 1-13. 

17. Xu XY, Zeng ZS, Chen J, Huang BY, Guan ZL, Huang YJ, et al. Tumor-targeted 
supramolecular catalytic nanoreactor for synergistic chemo/chemodynamic 
therapy via oxidative stress amplification and cascaded Fenton reaction. Chem 
Eng J. 2020; 390: 124628. 

18. Zhang GL, Zhang L, Si YC, Li QD, Xiao JM, Wang B, et al. Oxygen-enriched 
Fe3O4/Gd2O3 nanopeanuts for tumor-targeting MRI and ROS-triggered 
dual-modal cancer therapy through platinum (IV) prodrugs delivery. Chem 
Eng J. 2020; 388: 124269. 

19. Tian QQ, An L, Tian QW, Lin JM, Yang SP, Ellagic acid-Fe@BSA nanoparticles 
for endogenous H2S accelerated Fe(III)/Fe(II) conversion and photothermal 
synergistically enhanced chemodynamic therapy. Theranostics. 2020; 10: 
4101-4115. 

20. Sang DM, Wang K, Sun XL, Wang Y, Lin HM, Jia R, et al. NIR-driven 
intracellular photocatalytic O2 evolution on Z-scheme Ni3S2/Cu1.8S@HA for 
hypoxic tumor therapy. ACS Appl Mater Interfaces. 2021; 13: 9604-9619. 

21. Wang M, Chang MY, Chen Q, Wang DM, Li CX, Hou ZY, et al. Au2Pt-PEG-Ce6 
nanoformulation with dual nanozyme activities for synergistic chemodynamic 
therapy/phototherapy. Biomaterials. 2020; 252: 120093. 

22. Zhao ZH, Xu K, Fu C, Liu H, Lei M, Bao JF, et al. Interfacial engineered 
gadolinium oxide nanoparticles for magnetic resonance imaging guided 
microenvironment-mediated synergetic chemodynamic/photothermal 
therapy. Biomaterials. 2019; 219: 119379. 

23. Zhang QH, Guo QB, Chen Q, Zhao XX, Pennycook SJ, Chen HR. Highly 
efficient 2D NIR-II photothermal agent with Fenton catalytic activity for 



Theranostics 2022, Vol. 12, Issue 8 
 

 
https://www.thno.org 

3702 

cancer synergistic photothermal-chemodynamic therapy. Adv Sci. 2020; 7: 
1902576. 

24. Zhang GL, Xie WT, Xu ZW, Si YC, Li QD, Qi XY, et al. CuO dot-decorated 
Cu@Gd2O3 core-shell hierarchical structure for Cu(i) self-supplying 
chemodynamic therapy in combination with MRI-guided photothermal 
synergistic therapy. Mater Horiz. 2021; 8: 1017-1028. 

25. Min H, Qi YQ, Zhang YL, Han XX, Cheng KM, Liu Y, et al. A graphdiyne 
oxide-based iron sponge with photothermally enhanced tumor-specific 
Fenton chemistry. Adv Mater. 2020; 32: 2000038. 

26. Liu B, Li CX, Chen GY, Liu B, Deng XR, Wei Y, et al. Synthesis and 
optimization of MoS2@Fe3O4-ICG/Pt (IV) nanoflowers for MR/IR/PA 
bioimaging and combined PTT/PDT/chemotherapy triggered by 808 nm 
laser. Adv Sci. 2017; 4: 1600540. 

27. Liu GY, Zhu JW, Guo H, Sun AH, Chen P, Xi L, et al. Mo2C-derived 
polyoxometalate for NIR-II photoacoustic imaging-guided 
chemodynamic/photothermal synergistic therapy. Angew Chem Int Ed Engl. 
2019; 58: 18641-18646. 

28. Wang L, Zhuang L, He S, Tian FZ, Yang XT, Guan SY, et al. Nanocarbon 
framework-supported ultrafine Mo2C@MoOx nanoclusters for 
photothermal-enhanced tumor-specific tandem catalysis therapy. ACS Appl 
Mater Interfaces. 2021; 13: 59649-59661. 

29. Zeng WW, Wu XX, Chen T, Sun SJ, Shi ZF, Liu J, et al. Renal-clearable 
ultrasmall polypyrrole nanoparticles with size-regulated property for second 
near-infrared light-mediated photothermal therapy. Adv Funct Mater. 2021; 
31: 2008362. 

30. Dong LL, Sun LN, Li WJ, Jiang YP, Zhan YY, Yu LD, et al. Degradable and 
excretable ultrasmall transition metal selenide nanodots for high-performance 
computed tomography bioimaging-guided photonic tumor nanomedicine in 
NIR-II biowindow. Adv Funct Mater. 2021; 31: 2008591. 

31. Li XZ, Fang F, Sun B, Yin C, Tan JH, Wan YP, et al. Near-infrared small 
molecule coupled with rigidness and flexibility for high-performance 
multimodal imaging-guided photodynamic and photothermal synergistic 
therapy. Nanoscale Horiz. 2021; 6: 177-185. 

32. Shan BB, Liu HY, Li LH, Lu YX, Li M, Near-infrared II plasmonic 
phototheranostics with glutathione depletion for multimodal imaging-guided 
hypoxia-tolerant chemodynamic-photocatalytic-photothermal cancer therapy 
triggered by a single laser. Small. 2022; 18: 2105638. 

33. Chen JQ, Ning CY, Zhou ZN, Yu P, Zhu Y, Tan GX, et al. Nanomaterials as 
photothermal therapeutic agents. Prog Mater Sci. 2019; 99: 1-26. 

34. Li ZD, He D, Yan XX, Dai S, Younan S, Ke ZJ, et al. Size-dependent 
nickel-based electrocatalysts for selective CO2 reduction. Angew Chem Int Ed 
Engl. 2020; 59: 18572-18577. 

35. Wang XY, Cao W, Qin L, Lin TS, Chen W, Lin SC, et al. Boosting the 
peroxidase-like activity of nanostructured nickel by inducing its 3+ oxidation 
state in LaNiO3 perovskite and its application for biomedical assays. 
Theranostics. 2017; 7: 2277-2286. 

36. He Q, Liu DB, Lee JH, Liu YM, Xie ZH, Hwang S, et al. Electrochemical 
conversion of CO2 to syngas with controllable CO/H2 ratios over Co and Ni 
single-atom catalysts. Angew Chem Int Ed Engl. 2020; 59: 3033-3037. 

37. Wan L, Song HY, Chen X, Zhang Y, Yue Q, Pan PP, et al. A magnetic-field 
guided interface coassembly approach to magnetic mesoporous silica 
nanochains for osteoclast-targeted inhibition and heterogeneous 
nanocatalysis. Adv Mater. 2018; 30: 1707515. 

38. Han XX, Xu Y, Li YY, Zhao X, Zhang YL, Min H, et al. An extendable star-like 
nanoplatform for functional and anatomical imaging-guided photothermal 
oncotherapy. ACS Nano. 2019; 13: 4379-4391. 

39. Yu ZZ, Chan WK, Zhang Y, Tan TTY. Near-infrared-II activated inorganic 
photothermal nanomedicines. Biomaterials. 2021; 269: 120459.  

40. Qian Y, Wang DM, Tian XF, Liu HJ, Wang XY, Li H, et al. Synthesis of 
urchin-like nickel nanoparticles with enhanced rotating magnetic 
field-induced cell necrosis and tumor inhibition. Chem Eng J. 2020; 400: 
125823. 

41. Liu HJ, Li CW, Qian Y, Hu L, Fang J, Tong W, et al. Magnetic-induced 
graphene quantum dots for imaging-guided photothermal therapy in the 
second near-infrared window. Biomaterials. 2020; 232: 119700. 

42. Yuan HF, Liu F, Xue GB, Liu H, Wang YJ, Zhao YW, et al. Laser patterned and 
bifunctional Ni@N-doped carbon nanotubes as electrocatalyst and 
photothermal conversion layer for water splitting driven by thermoelectric 
device. Appl Catal B. 2021; 283: 119647. 

43. Li ZH, Lv ZH, Liu X, Wang GX, Lin YS, Xie GW, et al. Magnetic-field guided 
synthesis of highly active Ni–S–CoFe2O4 electrocatalysts for oxygen evolution 
reaction. Renew Energy. 2021; 165: 612-618. 

44. Rani P, Muscas G, Stopfel H, Andersson G, Jönsson PE. Rigid exchange 
coupling in rare‐earth‐lean amorphous hard/soft nanocomposites. Adv 
Electron Mater. 2020; 6: 2000573. 

45. Zhao JJ, Malgras V, Na J, Liang R, Cai Y, Kang YQ, et al. Magnetically induced 
synthesis of mesoporous amorphous CoB nanochains for efficient selective 
hydrogenation of cinnamaldehyde to cinnamyl alcohol. Chem Eng J. 2020; 398: 
125564. 

46. Hou L, Chen DD, Wang RT, Wang RB, Zhang HJ, Zhang ZZ, et al. 
Transformable honeycomb-like nanoassemblies of carbon dots for regulated 
multisite delivery and enhanced antitumor chemoimmunotherapy. Angew 
Chem Int Ed Engl. 2020; 60: 6581-6592. 

47. Wang H, Di J, Sun YB, Fu JP, Wei ZY, Matsui H, et al. Biocompatible 
PEG-chitosan@carbon dots hybrid nanogels for two-photon fluorescence 

imaging, near-infrared light/pH dual-responsive drug carrier, and synergistic 
therapy. Adv Funct Mater. 2015; 25: 5537-5547. 

48. Wang DD, Wu HH, Zhou JJ, Xu PP, Wang CL, Shi RH, et al. In situ one-pot 
synthesis of MOF-polydopamine hybrid nanogels with enhanced 
photothermal effect for targeted cancer therapy. Adv Sci. 2018; 5: 1800287. 

49. Xing RR, Zou QL, Yuan CQ, Zhao LY, Chang R, Yan XH. Self-assembling 
endogenous biliverdin as a versatile near-infrared photothermal nanoagent 
for cancer theranostics. Adv Mater. 2019; 31: 1900822. 

50. Yu N, Peng C, Wang ZJ, Liu ZX, Zhu B, Yi ZG, et al. Dopant-dependent 
crystallization and photothermal effect of Sb-doped SnO2 nanoparticles as 
stable theranostic nanoagents for tumor ablation. Nanoscale. 2018; 10: 
2542-2554. 

51. Xu R, Xu ZW, Si YC, Xing X, Li QD, Xiao JM, et al. Oxygen vacancy 
defect-induced activity enhancement of Gd doping magnetic nanocluster for 
oxygen supplying cancer theranostics. ACS Appl Mater Interfaces. 2020; 12: 
36917-36927. 

52. Wang XY, Li CW, Qian JC, Lv XT, Li H, Zou JL, et al. NIR-II responsive hollow 
magnetite nanoclusters for targeted magnetic resonance imaging-guided 
photothermal/chemo-therapy and chemodynamic therapy. Small. 2021; 17: 
2100794. 

53. Gao SS, Lin H, Zhang HX, Yao HL, Chen Y, Shi JL. Nanocatalytic tumor 
therapy by biomimetic dual inorganic nanozyme-catalyzed cascade reaction. 
Adv Sci. 2019; 6: 1801733. 

54. Wang DD, Shi RH, Zhou JJ, Shi SX, Wu HH, Xu PP, et al. Photo-enhanced 
singlet oxygen generation of prussian blue-based nanocatalyst for augmented 
photodynamic therapy. iScience. 2018; 9: 14-26. 

55. Liu HJ, Lv XT, Qian JC, Li H, Qian Y, Wang XY, et al. Graphitic carbon nitride 
quantum dots embedded in carbon nanosheets for near-infrared 
imaging-guided combined photo-chemotherapy. ACS Nano. 2020; 14: 
13304-13315. 

56. Curcio A, Silva AKA, Cabana S, Espinosa A, Baptiste B, Menguy N, et al. Iron 
oxide nanoflowers @ CuS hybrids for cancer tri-therapy: Interplay of 
photothermal therapy, magnetic hyperthermia and photodynamic therapy. 
Theranostics. 2019; 9: 1288-1302. 

57. Wang H, Mu QX, Wang K, Revia RA, Yen C, Gu XY, et al. Nitrogen and boron 
dual-doped graphene quantum dots for near-infrared second window 
imaging and photothermal therapy. Appl Mater Today. 2019; 14: 108-117. 

58. Jiang B, Duan DM, Gao LZ, Zhou MJ, Fan KL, Tang Y, et al. Standardized 
assays for determining the catalytic activity and kinetics of peroxidase-like 
nanozymes. Nat Protoc. 2018; 13: 1506-1520. 

59. Yao JL, Yang F, Zheng F, Yao CY, Xing J, Xu XW, et al. Boosting 
chemodynamic therapy via a synergy of hypothermal ablation and oxidation 
resistance reduction. ACS Appl Mater Interfaces. 2021; 13: 54770-54782. 

60. Cheng JJ, Zhu Y, Xing X, Xiao JM, Chen H, Zhang HW, et al. 
Manganese-deposited iron oxide promotes tumor-responsive ferroptosis that 
synergizes the apoptosis of cisplatin. Theranostics. 2021; 11: 5418-5429. 


